ABSTRACT
Introduction
Primary liver lymphoma (PLL) is a very rare disease and is frequently overlooked as a possible diagnosis. It is defined as an extranodal lymphoma of the liver without involvement of any other organ. PLL constitutes 0.4% of cases of extranodal non-Hodgkins lymphoma, and comprises approximately 0.01% of non-Hodgkin's lymphomas [1] . The rarity of the disease causes problems in diagnosis and management. We present an interesting case of primary non-Hodgkin lymphoma originating in liver.
Case Report
A 70-year-old woman presented with a 2-month history of abdominal pain and vomiting without other gastrointestinal symptoms. His past history was relevant for ischemic cardiopathy. There was no history of alcohol intake, medications, or illicit drugs. A physical examination was unremarkable. The liver and spleen were normal in size. No superficial lymphadenopathy was present.
Laboratory results included hemoglobin 13.3 g/dL and a white cell count of 5.5 × 109 /L, with a normal differential. Alanine aminotransferase, aspartate aminotransferase, alkaline phosphatase (alp), and lactate dehydrogenase (ldh) were within normal limits. Levels of serum alpha-fetoprotein and carcinoembryonic antigen (cea) were not elevated. Serology was negative for HIV and for the hepatitis C (HVC) and B (HBC) viruses. Serum calcium was within normal limits.
Systematical ultrasound and computed tomography of abdomen and pelvis showed multiple hypodense nodules in the right lobe of the liver with hepatosplenomegaly without portal vein thrombosis " Figure 1" . The pancreas, spleen, and biliary tract were normal. Radiography and computed tomography of chest did not reveal any mediastinal lymphadenopathy.
Histologic analysis after ultrasound-guided biopsy of the lesion showed diffuse infiltrates and small-to-intermediate atypical cells consistent with lymphoma. Immunostaining of the tumour cells showed reactivity for CD20, CD5, CD45, and Bcl6 " Figure 2" . The patient was diagnosed with primary large B-cell lymphoma stage IE of liver, given that no additional foci of lymphoma were found anywhere else in the body. Chemotherapy CHOP (cyclophosphamide-doxorubicin-vincristine-prednisone) was initiated but the patient died five days after the first cycle of myocardial infarction. 
Discussion
Although secondary liver involvement of lymphoma in the advanced stage is common, primary liver lymphoma (PLL), which is defined as lymphoma either confined to the liver or having major liver involvement, is extremely rare [1, 2] . PLL constitutes 0.4% of cases of extranodal non-Hodgkins lymphoma, and comprises approximately 0.01% of non-Hodgkin's lymphomas [1] .
The exact cause of PHL is still not clear. A number of recent reports showed a higher prevalence of HVC or HBV infection in PLL patients. Hepatitis C is found in 40% -60% of patients with PHL; however, our patient was not positive for HCV or HBV [3] . Other reports described that it might be associated with cirrhosis and immunosuppressive drugs.
Primary hepatic lymphoma commonly presents at 55 years. There is a trend towards male predominance. Symptoms are usually non-specific. The most common presenting symptom is abdominal pain. Hepatomegaly is frequent, and jaundice is an occasional finding at physical examination [1, 4] . The majority of cases of PHL are diffuse large B-cell lymphoma. Other histologies, including diffuse mixed small and large cell, lymphoblastic, diffuse immunoblastic, diffuse histiocytic, mantle cell, and small non-cleaved or Burkitts lymphoma, have been described in less than 5% of cases [5] .
The initial radiologic test performed is usually an ultrasound; lesions are hypo-echoic relative to normal liver. On CT scans, PHL lesions appear as hypo-attenuating lesions with a central area of low intensity indicating necrosis. PLL shows hypo-intensity on T1-weighted and hyper-intensity on T2-weighted imaging in MRI [6] . The final diagnosis of PLL relies on histological examination. Liver biopsy remains the most valuable tool for diagnosis of PHL [5] . The optimal therapy is still unclear and the outcomes are uncertain. Some clinicians using surgery only, other prefer chemotherapy aloneor combined with radiotherapy [7] .
Most patients are treated with chemotherapy. The standard treatment for patients with diffuse large B-cell lymphoma is CHOP. The addition of rituximab, to the CHOP regimen, when given in 8 cycles, augments the complete response rate and prolongs event-free and overall survival in elderly patients with diffuse large B-cell lymphoma, without a clinically significant increase in toxicity [8,9].
Conclusions
PLL confined to the liver without lymph node or bone marrow involvement is extremely rare. If the clinical picture is suspicious for PHL, a liver biopsy should be obtained, because the disease is treatable, and with new therapeutic drugs such as rituximab, overall survival has improved for these patients. The prognosis is variable, with good response to early aggressive combination chemotherapy.
